


DECLAR.ATlUN~ OF AWCHAEL E. ELIIA, MD. 

1, I, ~~&XAEL E. ELM, M.D., havl: INHI retained by King Phamracsuticats, inc. 

(‘King’) to apjne aa the effect on clinical practice of the omidsion ofbioavailability information 

from the Iabeling for generic versions of SfcELAXNB, a muscle relaxant drug producr. 

2. X have spew over len ycnrs practicing as an atihopaedic surgeon, Iri this rime, X 

have treated hundreds of cm% involvicg skeletal muscle p&n. Based on my experience, which 

is discussed in more detail below, I am knowledgeable in the field ofske1eta.l pain management. 

3. I am a physician and the DirecWr in the Department of Orthopaedjc Surgery at 

LanTenoe Hospital, Btonxville, New York, and an Attending Orthopaedic Surgeon at St, 

IlukeWRoosevalt Hospital, lVcw York, New York. 

4, I[ am a l iomed physician in NW York Sratg and 1 have extensive e;uperirmct 

with administering skeletal muscle relaxants, including SKELAX?Gt, 

s, Following receipt of my Medical ?cg?i?~ in 1982.from Gorgetown University 

School of Medicine, I did 4 General Surgery Intmnshilp 01 St. Elizabeth Hospital, in Boston. 

Massachusetts (19824983) a;nd an Orthopwlic Residency at St, Luke’slRoosevelt Hospital 

Contar in New York, Nrm York ( 2933- 1957). 

6. Over my career, I have been appointed to a number of positions in&dir&, 

cbairmalz oftbe Young Physicians Corrln&tec, co-c%&tnan of the Membership Committee .‘aF 



the Wsstchester County Medical Society, the Lawrence: Hospital Scsiuch Committact for Seiccring 

Chief Executive CXfM, &Id the L~WKWCU Ho@&1 Surgicd Planning Committee. 

7, I am currently 8 Follow in the American Academy of Orthopaedic Surgeons yld 

sit on the Lawrenc6 Hospits MedicaI Board. I am a160 a member of the New York State 

Medical Society, Westchester County Mcdicd S&&y, and the Lawrence Hospital Physicians 

Organization. For additional information regarding my professional affiliations. plmsc: SIX my 

curriculum vi@e, a copy of which is attached hereto as Exhibit A. 

8. It is my understanding that the United States had and Drug A&nit&ration 

(“FTM”) recently indicated 8 willingness CO @nz-Gt generic versions of SKELJ~.XE~@ to omit 

bioavailabiSity infimnation %XI! their isbeling. SpWkrrIfy, FDA has stated tbat getmic pro&cl 

sp~~ursl may omit Finn their Iabdjng the results of &nical studies demonstratinp a sip;nifkrtnt 

increase in the bioavaikbility of SKEMM@ whm co-adr&stered with food. Bz~~ed on’my 

txpcrienee as diwussai above, my pcrsond cxpcrience prt%xr%$ng SKEL.AXN@, and my 

review of the materials listed in Exhibit B, it is my opinion that the section in the SK,EI,,,4X~@ 

I&ding reporting the reIativc bioavailddity of mttaxalont when t&e~ with and without food 

(specifically, a significant increase in oral bioavailability of SK.ELAXiN@ when co-atinistemd 

with food), as demonstrated by clinical studiua, is infmation critical to physicians who 

prasclllrt SKEW@. AS such, this mm8 information would,also bc critic& to physicians 

who might pwwibe gr?aan’c versions of sKELAxw(aD. This information dds in the stie and 

effective prescribing and use of SmLm@. In my apinion, the decision ofrhe FDA TO 
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A 5hc Prm@I&gJ?hwIc~d.in~ or Ott 

9. As a prescribing physician, I pay par&l& att&tioxl to ail information provided 

in a chug’s fueling, The lab&w for my tig product is the d,gle immediate sowce for 

dacrmining whether and how that drug is to be dosed anri adrninistcrcd. One aspect of drug 

labeling describes a &Q’S pharmacokinetic$ which infulmation is ustd by a physician to 

determine how u pkmt will ~RXCSS &WOY fctact to the drug. One of the parameters Ihat is used 

to describe a drug’s phartnacokineties is bioavailability, or the rate and extent at which the drug 

is absorbed by the body. 

10. When prescribing drugs to patients. a pl’rysician needs to know conditions that 

may affect bioavailability. Information ccmxrning such conditions is criticd to predicting dnrg 

plasma levvls, which,, in turn, is critic;if in deciding how a drug shouki be ;Ldministered to B 

specific patient Not knowing the variables that tight affect drug bioavailability can lead to 

problems with patient safety and/or ktment efficacy. 

11. 1 am faxn%ar with studies t!ut am cmductcd to asccftui~~ whether and how fmd 

afftcts B drug’s bioavailabfiity. Such studies are designed fo determine the relative ditection and 

magnitude of changes in a drug’s bioavaiIabi1it-y lvhm administer#d with food as compared to 

when administered withoU food, Wit&U such studks, the effect of food on bioavailability caa 

be very 00mpIex and difficult to prcdjct 

12. Unexpected or unpredictable changjes in a drug’s bj.oavailability cm I.-d to 

compkti~~~B bwobk.qg both the Qmtmcnt of.8 patient md the patient’s ovcrdl health. IX-I 



B, The PrescrfMng Physickm~s Reh~ce ou tbs FDA to IRequire Cllaicral Stud& 
@ Ipfct~fh .LabsllYlg - - 

13. It is my undewnctinp that it is common for the FDA to require that qplicants 

seeking approvals for their drug products ccmd\rct clinical bioavailability s’~~tics to demom~ratc 

the rate end extent of absorption of the drugs under fed and faswd conditions in or&r ta ~cctiir; 

whethtr there are food tffects. It is also my understanding that gmcric wrsioas of drugs must 

have the same safir and effective tkwpeut~c probles in order to be approved by the FDA rued 

that, in many cases, this must be shown by conducting comparative bioequivatcnce studies 

showing that branded and @x~eric drugs have the same bioavslilability under both feJ and f;dsced 

conditions. 

14, In my opinion, information r&+ting to the bioavailability of a tig product is 

crucial to 8 prescribing phyrsickw for determ%ng a dosage regimen. 1, md other pwxribhy 

physicians, rely on the FDA to cnsur~ that clinical studies have baan condwrcd to ensure ti31,t 

safety and cffkmy of new drug products as well 8~ gemic vekm of already approved drug 

products. Because unexpected changes in the bioavailability $a drug product can cause 

sign&ant c1inica.I conscqumces, 1 rely on the FDA to require srudics from which I can alucidzw 

the conditions that may affect bioavailability. 



15. I also rely on the FDA to W~LVE that the resltlts of such studies me pravidcd in the 

drug labohq. Unexpected changes in Lha bioavaiIabiIi@ af a drug product pass safety and 

effigy coxerns. If there is information that CM be used to deterkne wet&her an adjustmenx in 

dosage cx &ministr@ion urill provide better drug tr8atmont for a patient, a responsible 

prescribing pbysiciar. wants to know. In my experienct, prescribing physicianuls rely on the drug 

labeling, including pbamacokinetic information -- whether it is a brand-name pro&x: or 8 

generic version of that product SC 3s their guide to doseye ;urd administration. To this eucf, the 

inclusion {mthcz than the exclusion) of ali avd.abIe information desctibing the biom?ajlability of 

a drug is critical to me. 

c* The QpcrM~ PJ@&&% Relimce cm the mn in the Curr$& 

16. As a physician, X rcgulariy prescribe skelet$ muscb relaxants, inctudjny 

SKELAXIN5 (having metaxtllonc 86 the active ingrcdicnt) to dleviatc skeletal muscle pain. I 

administer SlCELA,XINB to r&es and females ofvarious age5. 1 commonly prescribe 

SWLAxM5 in addition to other drugs or drug rugirnens far pain man~emer~t. 

17. The SKELAXJHilD IabeIing reports data concerning the ubsorption and 

mctabolim of the &rug in the Clinica Pharmacolagy sectian. The data ptcvided in this pti OF 

the SlCF&WIN@ iabeling d8monetrates that when SKELAXD@ is administered with food, the 

bioavaWtility of rnetaxalone is significultiy increased. Baed an the SKELAXM@ k&ding, ir 

is cltu that tht3re is a dramatic increase in the or& bioavaiI&iIity of metaxalonc when tile drug ir 

co-administered with foad. 

18. If th6 irrformatian provided in the current Clinical Pharmacology scct~oxr ofthe 

SWlN5 labeling were ornirted ffom tither the SK.ELAXlS@ Package Insert or th6 
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Packa9 Insert for generic nwaxaI~ne prodocta, I wcwld expect n physician r&ing that 

incomplete t&&ng to cor~clui~ either that the bioavtilability of metaxatooe was mch3nged 

when co-adjnir&gM with foad relative !o adntinistration without food or, alternately, that the 

efE&s of abed on the bioavailability of the drug were unknoWn. The physician would thet-cforo 

moot likely concJudt that it wouM bc mmssary to adjust the dosage or administration of 

SKELm@ to Bcc;ount for changes in bioavailability due to focxktiects. Such an tmom=m~~ 

aaeumptian could Icad to sub-optimal dosing strategies and couhl negatively impact the outcome 

of drug therapy. Alternately, the physician might conddcr the possibility that thrm could be 

food-&k&, but would be ~nfible to make &I inforrmd chaice of cbsaye and administration 

atratc3gips bwautis ht or she would hvc no information about what those effws would be. 

19. Btx&e the itiorrnatiarr on food-ef%ctS is provided in the Clinical H~~~~~cology 

section of the curmt SKIELAxN@ labeling, I 8rn aware that the bioavai!ability of 

SW@ increases significanrly when co-administer& with food. AJ: such, X am able EC 

t&e this information into account and, among other things. adjust the dosage and administratkm 

accordingty and select propa dosage regimens far my patients. 



drtq ixbwti~ns with SKELA)(IN@, understanding that co-administration with fobod can 

inmse its bfoavdlability can potentially lead to safer, mote effective; dosage regim.enq.with a 

dccrcase in the volume and fixquency of dosage needed for cffectivenesa 

22. Of particular rcslevancq the: re:sults of the studies demonstrate that as age 

increases, so does bioavailability of $KELm@, but only in rhe abserue of food. II--I COM~W, 

when co-administered with food, age has little or no afftc? upon the: rate and cxter~t of absorption 

of SKELAXIN@, The study results thorafore demonstrate that age-related varktkns in the 

bioavtilability of SKELAXNB WI be tninirnized when SKELAXTIW is co-admi&cred witi 

fwd. 

23. As a physician who proscribes SKELAXIN(i3 to patients over a wide range of 

ages, this information is critical bsause the bioavailabMy of SKELAXMD varies among uge 

groups in the absanca of food. Indoed, X would follow the recommel~dation to admkister 

SIKELN@ with food in oxdcr tq ensure more consistent linlg plasma ICV~IS. 

24. The additional studies submitted for inclusion in the SKELk&IN@ labet~~ also 

demopigtrate that gender lws a statiStica& significant effit on the rate and absorption of 
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25. AS a p~~cribing physic&n who prescribes i5XH&UN@ ulr both male and fern& 

patients, this information is important. Based on this information and information about the 

food-effects on SKEW@ I GUI adjust the dosage and administration according& in cm& to 

ensure more consMer4t w plasma levels. 

26, Thus, in view of the msuIt$ d the studids demonstrating the effect of age and 

gender or). MoavailabiEty and tke prescribing physician’s neccsmy ralianct: on these results, it is 

even more imperative that the label includes all available inform&m concerning the 

bioavailability of SKEW@. 

27. It is my opinion that tie labeling for a drug product is the guide for dctermiriing 

whcthm and how that drug is to bc dosed and adzninistered. In addition to inkmatiun in the 

“l%age and A&i&ration” section of a drug MM, physicians also rely on other sections of rhe 

labeling to prcwidc itnporkxnt i&ormation such 8s conditions that may al%ct drug bioavaiiability, 

which is occ~s&ry to consider in choosing, among other things, appropriate doses and in 

providing apprqxizm dcsing irstmctiom \o the patieat. As desctibed &iws, I, atld other 

prescribing physicians, rely on such information to help predict drug plasma kvrls rend help to 

avoid problems v&b patient safety HSCVOF treatment W&y. 

28, Irk ptlzticular, bas& on my review oftbe current SKELAXTN@ labd and the 

proposed labeling, any on&&on of bioavailability infm-rnstion from labding fir SK.ELAXJM& 

or for generic naetaxalont ptoducts, tixluding the information in the curmnt SKE?LAxIN@ 



Package Imwt describing the relatim bioavailability ofmefaxrtfone when taken with amI without 

fwd, md &e age md gender effect information in the pfopos& SKELAXlM9 labeling, IS 

poCentidly misleading. In the cIinica1 setting, the SKBLAXNB lab01 and its bioavuiiability 

Mxxr&ion is the single immediate guide to physicians far detwmining the dosage amount, 

SZQEUC~, and do&g conditions that till prwidk optimal ptient wfety ad &rqwutic 

tffWlCy, 

29. Pharmacokirrtiic hformdon dmscribing the relative bioavailability oi’mctaxdme 

when t&m with and without food in the cwrmt SKELAXMB label is important to the safe and 

effective prescribing md UEO of the drug for my indication. Similarly, the proposed a&itionai . 

pharmac&inetic informtion concerning age and gender effects on bicavahbility is &O 

importam to tie safe and effmtivc prescribing and we of the dmg. Accm&giy, tire 

information should appear in labeling far SKELAXINB as well as lsbeting for any generic 

versiona ot‘SKELAXI?lOS marketed in the future. 
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